
PATENT COOPERATION TREA 



"From the * * 

INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY 



To: 



UlJA, MariOa. 

OR LUDWIG BRANN PATENTBYRA AB 
P.O, 00x17192 
S^i04 62 Stockholm 
SUEDE. 

. := i ■ 



to* 0 * 



PCT 



NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 71.1) 



. *• «- - till 



'0a<* Af mailing 



30,09.2034 



PdOQilPCQQ'' 



IMPORTANT NOTIFICATION 



pct/scoaaip??, 



CflWfJmiionai Wng devie 'ittayjmontfyw) 
53.06.2003 



priority (4tey/Mtnh#o4f) 
21.06.2002 



Applicant 

SlNOGEMONfAX COMPANY LTD. et *J 



1 The applicant is horeby notified thai this International Preliminary Examining Aulhority transmits herewith tha 
inter national preliminary lamination report an* it* annexes, if any , established orv the international 
application. 



2. !a copy of the report and Kg annexes, if any. ,s being transmitted to the International Bureau lor 
communication to ell iha electee* OUces. 

3 Where required by a'ty df the elected Oflfces, :he international Bureau will prepare an English translation of 
the report (but not of a-ry annexes! and will transmit such lranslalion to thoae Olfices. 

■ < 

|4. REMINDER ■ 

l 

The applicant must enter he national phase betora each elected Office by performing certain acte (filing 
translations and paying national fees) within 30 months <rom the priority date (or talirinionw Offices) 
(Article 39(1 )) (see also the reminder sent by the International Bureau with Form PCTrfB/30i;. 

Where a translation of tre international' application must be furnished to an elected Office, that translation 
must conwin a testation 0( an> annexes to the international preliminary examination report. It is the 
applicant's responsibility to prepare and fumish such translation directly to each elected OH.ee concerned. 

For further details on the applicable lime limits and requirements ot the elected Offices, see Volume II of the 
PCT Applicant's Guide. 

The applicant's attention Is drawn to Article 33(5). which provides that the criteria of novelty, step 
and industrial applicability desenbed in Article 93(2) to (4) merely serve the purposed of nternatlonal 
SmSaw examination and that <any Contracting State may apply additional or d.fferen catena to the 
wVposes of deeding whether, in that State, the claimed inventions is patentable or not' (see a «r Amcie 
27(5)). Such addltkjnal criteria may relate, for example, to exerrpiions from patentability, requirements for 
enabling disclosure, clarity and support lor the claims. 
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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/SE 03fllO77 



I. Bads of the report 



1. With regard to tne 



^rnenuoft.*^ 




/•<<■ 




a& originally Med' 



,ecei^dpn 16.09,2004 with letter ol 14.09.200* 



Description, Page* 

1-14 

CLdmst Numbers 

• 1-20 

Drawings, Sheets 

i/8.0* as originally Had 

These elements were available or furnished to this Authority ir> the loUo^g language; , wh,ch * 

□ the .anguage ol a translation fwUM lor the purposes Of the interior* search (under Rule 23.1(b)). 
CJ me language of publication of the international application lunge' Rule 4B .3(0)). 

P the language of a translation furnished for the purposes of international penary a*,m*at,on (under 

ftule 55.2 anchor 55,3). 

□ contained in the international application in written form. 

□ .find together with the international application in computer readable form 

□ furnished subsequently to this Authority in written fo*n. 

Q furnished subsequently lo this Authority In computer readable form. 

Q The statement I the r*-^W-j5^ ™" ^ «« <° ^ *" " 
in the ^nations, application as M has ^ , Q )h , wri „ en gequence 

O The statamant that the information recordec In compter readable 
listing haa been fuwisned. 
4. The amendments have resulted in the cancellation of: 



□ the description, 
0 the claims, 

□ the drawing*. 



pages: 

Nos.: 

sheets: 



r 

■ s 



■ I 



■ ■ -> i - Al EAM09 g*nuaryj2O0AJ «i. 



4'-< .if 4- f 



• Ml • ••«• 



9*d 



:l40dd 65:<LT bG02-2-fiON 



INTERNATIONAL PRELIMINARY 
EXAMINATION fiCPOftT 



Internat onal applicator No. PCT/SE 03/01077 



5 □ This report has been established as if (some of) the amendments had not been made, since mey have 
Deen considered to go beyond ihe disclosure as tiled (Rule 702(0). 

(Any <eptecemer)t sheet containing such amendments must be referred to under item 1 and annexed to fh« 
report) 

S. Additional observations, if necessary; 

Ml, Non-estaWiahment of opinion with regard to novelty, inventive step and industrial applicability 

j The quesbona whatner the Claimed invention appears to be novel to involve an Invent ve step (to be norv 
' obvious), or to be industrially applicable tiave not been examined m respect of. 

» 

□ ihe entire international application, 
0 claim* Nos. 16-18,20 

because: 

□ the said international application, or tne said claims Nos. relate to the lottowinp subject matt* which does 
not require or> international preliminary examination (speely): 

□ vie description, claims o< dra*ln 0 a (indiceie partem elements below) o, said claims Nos. are so unclear 
that no /tiearinglui opinion could be formed (specify): 

- 

- itte^fei^ saitf claims No* is-taj 20iar« ^adequately supported by the description mat no 
' d ttd ihreinailonot search report haa been established' tor Ihe said claims Mos. 

J. i ^i:« a «««. .MMinatlnn Aanrtot be carried Out due to the failure of the nucleotide and/ 

(reductions: 

□ the written form lias not been furnished or does not comply with the Standard. 

□ the computer readable torm has nol teen turnishofl or does noi comply with the Standard. 

V Reasoned statement under Article 35{2) with reoscd to novelty, Inventive step or Industrial applicability; 
citations and explanations supporting sueh statement 



ii or , . . t 



1, Statement 
Novelty (N) 



Inventive step (IS) 



houslfial applicability (IA) 



Yes: Claims 

No: Claims 

Yes: Claims 

Noi Claims 

Yes: Claims 

N6: Claims 



1-11, 13-15, 19 
12 

2. t« 
1.3-15 

M5, 19 



2. Citations and explanations 
see separate ahaet 



form (January 2O04> 
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'. * ■ . ■ • 

... 

Additional remarks to section III: 

i 

1 ; ■ The emission f rdm o|aUn i that the ds*N;A encoding the dsDNA should be 
randomized does not seem to besupportfed by the description as filed: the 
= passage indicated by the applicant on p. B relates to a specific example (Ren.Ha 
Juciferase) which cannot be generalized, furthermore the Indicated paragraph 
finishes by referring to the key finding of the present invention which makes It 
possible to construct a fully randomized si&NA library (1. 1042). It appears that 
the entire application relates to the provision of a library of randomi z ed dsRNA 
molecules. Thus it appears that claim 1 (and 2) should refer to randomized 
dsRNIA.encodlng sequence. Examination has been performed on said claims 
assuming they would relate to randomized dsRNA-encoding sequences. 

2 In claim 6 the reference to a poly-U overhang in general does not seem to be 
disclosed in the application as filed, which only refers to a 3' poly-U overhang (p. 
3). examination has been performed on said claim assuming it would relate to 3' 
poly-U overhang. 

> * • 

3. It seems that in claims 14 and 15 the use of 'the RNA library according to claim 
1 2' for the Indicated method of screening is not disclosed in the application as 
filed, Examination has been performed on said claims assuming they would relate 
only to the DNA-library according to claims 1-10. 

4 The subject matter of claims le and 17 is not disclosed in a direct and 
unambiguous manner in the first paragraph on p. 1 of the application. These 
claims have not been examined. 

5 Claim 1 8 relates to the use of a DNA ffifilscuJa as defined. It seems that the 
application only discloses DNA yficJPiS comprising the sequences as indicated. 
Furthermore no basis can be found for the specific molecule as defined in the 
claim: the description only discloses said molecule as part of * 'arger molecu l e 



CI BUFFI. IN* MWW^hvii ii j — r 

iDtlUdinO SB^ilte m 1—'" **ouences (the termination sequences are 
accommodated inla the promoters by mutation! and not attached to the promoter 
sequences) and not as*n isolated molecule of only AAMA(N) JTTTT. 
Furthermore no basis can be found for the specific lengths of 19, 20 or 21 
nucleotides in combination with the general formula AAAAA(N)„TTTTT. Thus 
claim 18 has not been examined. 
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6, The applicant has indicated p. 6 (I. 7-9) and Figure 2 as a basis for the subject 
matter of claim 20. Said passage relates lo a specific example of Renilla 
lucif erase siHNA defined by a specific sequence as disclosed in Figure 2> flanked 
by two mutated RNA polymerase 1 1 1, promote rs t each embedding one transcription 
terminator sequence for the other promoter. Claim 20, in contrast, refers to any 
siRNA-encoding region, which seems to be a generalization which is not disclosed 
in the application as filed. Thus claim 20 has not been examined. 



Additional remarks to section V: 

■ 

V Citations 

1 .1 The documents mentioned in this report are numbered as in the International 
Search Report (ISR), i.e. D1 corresponds to the first document of the ISR etc. 

2. Novelty {Article 33(2) PCT) 

» • 
■ • 

2.1 The present application relates to a DNA library ofdsDNA wherein each dsONA 
comprises a stretch wherein both strands encode a promoter, a dsRNA-encoding 
sequence of 1 0-30 base pairs and a transcription termination sequence, wherein 
each of sard promoters has been mutated to include the sequence complementary 
to the termination sequence of the other strand, (t further relates to a kit 
. . .comprising said library and tb an RNA-library obtained from said DNA library. It 
' alsd refates to a method of sfcreMinglW dsRNA with biological functions or for 
: : pftrt jj»n^/ua^tffeife libraiyj ]- I" 
.y!f|;':1 ' ^il'S^W rtttWlo .|^iiae $*p$A ft c|©eule ^comprising the DNA sequence 
' /jii-!*^^ thefprtfd$t(6n jjf IsRNA molecules, and to an HI- 

^ ^ pdiymisrase lll-pirorflot6r mutated \o hfivk AAAAA at the end of the promoter. 

i. f^C./r-' "-.4-' r£- • .: x j, .. t .1. v |r . . 

.; 2.2 The present application does not satisfy the criterion set forth in Article 33(2) PCT. 
because the subject matter of claim 1 2 does not seem to be novel : the RNA- 
library according to:ctaim 12 is defined as a product by process (obtained from the 
DNA-librafy of claim 1 • 1 0). The process-feature in a product claim can only be 
relied on for establishing novelty over the prior art, where use of that process 
necessarily means that the product has a particular characteristic and the 
skilled person, following the teaching of the specification, would Inevitably achieve 
that characteristic, would be aware of that characteristic and would discard any 
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products not having it. In the present case it Is not clear how the RNA-library 
obtained from the DNA-llbrary according to olaim 1-10, could be discriminated 
from an RNA- library made e.g. by chemical synthesis, and having e.g. 4 or more 
positions randomized. Therefore the subject matter of claim 12 cannot be 
considered novel. 

» • 

i . . 

liWfhtivft step (Article 33(3) PCT) 

! i. \. •■ The; present application does not seeijn to satisfy the criterion set forth In Article 
; ; 3S($} PCT because the subject matter of claims 1 and 3-1 5 does not appear to 
• : invtilve an invenjive' step in view of document D1, which discloses an expression 
vector comprising a sequence encoding a sense and antisense sequence of 19 
nucleotides corresponding to a gene of .interest, each under the control of a Lte 
j!'" proijndliar. D1 suggests on p. 498, leff|hand column, second paragraph, the 
: i It^l |f l^^|Jlon:ot!rand^ttfed slf %{fer#ie^ and their use for genetic screens. D1 
' it ii !] 'fyrt^eHsuggests 1 theVuise uf app^sihg^r^moters and refers to the use of opposing 
T7 promoters in D11 . D1 further states ihat In preliminary experiments opposing 
U6 bfomoters were developed. 

* * • 

* ■ ■ 

: The subject matter ;of the present claitns differs from the disclosure la 01 in that a 

DMA library is provided, rather than a single vector, and in that said library 
:• consists of dsDNA wherein both strands- encode a promoter, a dsRNA-encodlng 
• sequence of 10 J 30 base pairs and a transcription termination sequence, and 
: wherein pftrfr gf safcf promoters fras been mutated to include the sequence 

oor^oljamefltary tp the tf HTnirifrtfl'T SfiflilgQCfl Qi thfl other strand. 
: Therefore the objective problem to bfr solved by the present application can be 
seen as the provision of a further dsONA library encoding dsRNA molecules. 
DI does not suggest the use of termination sequences, even less so to mutate the 
promoter sequence such as to incorporate the termination sequence immediately 
. preceding the transcription start site. 

As indicated in the application (p, 5, L34) it could not be predicted how the 
. insertion of an AAAAA stretch would affect the activity of the promoter 
. (trahscripiion starting end rate of transcription). The applicant has shown that the 
mutation of an H1 RNA polymerase If) promoter such as to incorporate the 
AAAAA sequence at the end of the promoter results in proper and effective 
transcription. Therefore an Inventive step can be recognized for said mutated H1 
RNA polymerase III promoter and its applications In a DNA-library. Thus the 
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subject matter of claim 2, insofar as it relates to the H1 RNA-polymerase Ill- 
promoter and claim 1 9 is considered inventive. 

With respect to other promoters, it can equally not be predicted how the function 
of aoy promoter will be affected by mutation of the end of the promoter to 
accommodate the complementary sequence of am* termination sequence. 
Therefore it appears that the subject matter of claim 1 is not enabled over the full 
scope of the claim (any promoter and any termination sequence). The same 
applies to the subject matter of claims 3-15. 



4. Industrial applicability (Article 33(4) PCT) 

i 

« * 

The 'subject matter Of claims 1-15 and j t 9 appears to be industrially applicable. 



* • 
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